Dr. Whitfield's report discussed critically the microscopic appearances, and was based chiefly upon the structure of the lymphatic gland which had been excised, and from which microscopic preparations had been made by Mr. McDonagh. The conclusion of his report is to the effect that the whole picture strongly resembles that of the lymphatic gland in lymphadenoma, as described and figured by Dr. Andrewes. The presence or absence of eosinophile cells in the infiltration could not be decided, as the material had not been stained for the purpose of demonstrating these structures. Dr. Whitfield concluded that the case of disease under discussion was one of lymphadenoma with miliary growths in the skin. Mr. McDonagh's report also discussed critically the histological appearances, both of the skin and especially of the lymphatic gland which had been examined. He compared the sections of both the skin and the lymphatic gland with fig. 11 of his recent paper in the British, Journal of Dermatology on " The R61e played by the Lymphocyte." He concluded that "the endothelial cell is the cell attacked; consequently there is a great multiplication of them, and, owing to their great tendency to increase as shown by being multinucleated, they are unable to generate lymphocytes. The few lymphocytes formed will also be degenerated; hence they fail in their characteristic lipoidglobulin envelope, and consist of irregular masses of nuclein." Mr. McDonagh concluded, from the histological appearances, that the condition was one of leukaemic cutaneous lymphocytoma of the endothelial cell type, and that the prognosis of the case would be bad.
The report of the blood examination supplied by Dr. Sibley was then discussed. As it was considered advisable that an independent examination of the blood should be made, Dr Dr. Galloway's comment on the new blood count is as follows: There is distinct leucocytosis, but not sufficient in amount to make the diagnosis of leukeemia, nor is the character of the leucocytes suggestive of this disease. The blood, however, shows a very remarkable number of eosinophile (oxyphile) leucocytes. The blood slides show a remarkable picture of eosinophilia. The basophiles (mast cells) are almost absent. The eosinophilia may very well be associated with the marked chronic inflammatory skin change present in this patient, and may fallinto the same category as the eosinophilia present in other forms of chronic dermatitis, such as in certain pemphigoid conditions. There is clearly a marked leucocytosis, but it is possible that the chronic dermatitis may be sufficient to produce this condition.
After a further discussion at a meeting held on January 11 the following statement of the conclusions arrived at by the Committee was agreed upon: The evidence submitted, both from the clinical and from the histological points of view, seems to be in favour of the diagnosis of lymphadenoma with glandular and cutaneous lesions. It ,is agreed that the diagnosis of lymphadenoma must be made with the full recognition of the obscure origin of this affection and also of the insidious nature of the onset of leukemia of the " lymphatic " type.
Dr. Sequeira's patient died soon after the Committee was appointed. and the problems presented by his case are at present being investigated in the pathological laboratory of the London Hospital. The Committee, therefore, is unable at present to fulfil the instructions given by the Dermatological Section, Royal (a) Epitheliurn.-This is merely stretched out and somewhat thinned over the new tissue below. -The papillk are diminished in height or completely flattened out over the centre of the infiltration, while they are elongated and narrowed at the edges. These are the alterations that are usually associated with new tissue formation deep in the corium, as contrasted with that beginning in the papillary layer (e.g., in mycosis fungoides), in which the undulating line caused by the alternating ridges and papillae is exaggerated over the centre of the infiltration.
(b) The Corium.-The corium is the seat of a massive but somewhat diffuse infiltration. The main seats of this are the middle ald lower parts of the corium, and it would appear that the papillary body is only secondarily invaded, as the appearance of the infiltration in the papillary body closely resembles that of the middle of the corium at the lateral edges of the infiltration. The fibrous tissue in the centre of the infiltration is finely reticulated, but whether this is due to newly formed fibrous tissue or to the mere rarefaction of the old it is difficult to say. On the whole, from the arrangement of the fibroblasts and that of the centre of the infiltration I am of opinion that at any rate some of it is newly formed.
None of the sections was stained to demonstrate the elastic tissue; the whole of the infiltrated area, especially towards the periphery, is strikingly cedematous and very widely dilated vessels are numerous. It is again difficult to state definitely whether these are blood-vessels or lymphatics, as they have lost their contents, but from a study of their walls and the tissue immediately surrounding them I believe them to be lymphatics. All the vessels are surrounded by a wide zone of wellformed cells which belong to the ordinary " clasping " type. The main infiltration varies greatly in different sections. I believe this to be due to the fact that the growth has a centre, or rather several centres and a thick surrounding zone. In most of Dr. Sibley's sections the knife (if I am right) has passed through the outer zone in a tangential direction, giving a picture of only a diffuse, rather dense lymphoid infiltration. In one of Mr. McDonagh's sections the knife has evidently passed more nearly through the centre of the infiltration, giving a different and more informing picture. Taking the latter as giving a more accurate representation of the whole anatomy of the formation, one finds the following: In the centre the growth has a tendency to form follicles, but these are not developed very completely. At all events the infiltration is grouped into ovoid masses with the reticular tissue arranged in concentric layers. The cells in the centre of these rudirnentary follicles are large and their staining less intense than that of the cells outside.
The cells of the infiltration consist of .
(1) Large, pale-staining endothelioid cells, usually with one but occasionally with more than one nucleus; the nucleus is vesicular and poor in chromatin, the nucleolus is obvious but is stained bluish instead of red as is usually the case. This I believe to be due to lack of differentiation in the staining, since it is a very rare abnormality, and I notice that the same accident has happened in many instances in the nucleoli of the epithelium, which appears to be otherwise normal. There is a fair number of multinucleated large cells present, such as one commonly finds in granulation tissue, that is, they are more or less oblong cells with processes running off into the surrounding tissue. The nuclei are grouped into a clump in the centre and not in rings or horseshoes as 66S in the tubercular and foreign body giant cells. I take these to be syncytia formed of the previously described endothelioid cells.
(2) Young fibroblasts, long in shape, evidently active, and apparently forming fresh reticular tissue.
(3) Cells with indeterminate nuclei and spongy protoplasm stained a bright cherry-red. These are what are usually described as " lympho-,blasts" when met with in lymphatic glands, and they are more or less closely related to plasma cells.
(4) Small lymphoid cells with deeply staining nucleus and little or no protoplasm.
(5) Mast cells. Cells 1, 2, 4, are numerous, cell 3 is scanty, cell 5 rather abundant.
I saw no plasma cells, unless ong is inclined to class cell 3 under this heading, which I am not. Mitosis is apparently normal in type and fairly abundant; it gives the impression that the growth is firmly developed. Unless one can apply the term " degeneration " to the cells which show a pale staining in the centre of the growth, there is none evident. Personally, I think it would be erroneous to consider these pale-stained areas degenerate; I regard it rather as a sign of activity, since it exactly reseinbles what one sees in the centre of the lymph follicles of the normal lymphatic gland.
(II) The Gland.
It is unfortunate that the sections do not take in the periphery of the gland and the capsule. One is therefore unable to state whether there is any transgression of the capsule, and further, it is mote difficult to study the broad anatomy. However, the structure seen is remarkable, and the tissue is scarcely recognisable as true lymphatic gland. There is a total disappearance of all the follicles, a marked diminution in the numbers of the lymphocytes, and a marked increase of the large endothelial cells.
The sections were not stained to demonstrate either the reticulum or the presence or absence of eosinophile cells. The reticulum I should say was increased in amount.
The whole picture strongly resembles that of the lymphatic gland in lymphadenoma as described and figured by Dr. Andrewes,' minus, of course, the eosinophile cells which may or may not be present. I should say, therefore, that the disease is lymphadenoma with miliary growths in the skin. Epitheliutm. -The epithelium is only secondarily affected, in that it is flattened out, and its layers reduced, over that part of the corium in which the main mass of the cellular infiltration is situated. The cellular infiltration reaches up as far as the basal layer of the epidermis, and there is not that space between the two which is said to be characteristic of leukeemia cutis. Corium.-Although there are main masses of cellular infiltration, which are more or less circumscribed and do not invade the subcutaneous tissue, the whole of the corium is studded with a cellular infiltration to a greater or to a less degree. In the periphery of the main masses, what at once strikes the eye is the marked dilatation of the capillaries and lymphatics, the perivascular arrangement of the infiltration, and the great number of mast cells. In some sections there are numerous eosinophile cells. If the vessels and lymphatics are more closely studied one notices that there is a marked endothelial proliferation, which in some places is sufficient to block the lumen. Some of the endothelial cells have extended peripherally where the main increase of cells are connective tissue cells and lym,phocytes.
Report of Pathological
There are no plasma cells. The 'main masses are less cellular owing to the fact that several of the cells have degenerated, and that the cell playing the most part in the infiltration is the large, badly staining endothelial cell. In the main masses there are not many lymphocytes, and no plasma cells or mast cells, but here and there, where a few endothelial cells have coalesced, typical giant cells are to be seen. In the immediate periphery the number of lymphocytes are increased; there are a few mast cells, no plasma cells, but a very inarked increase of connective tissue cells. Especially noticeable about the cellular infiltration, as a whole, is the poor affinity the endothelial cells and lymphocytes show for pyronin and methyl green, especially for the former. This means not only that the protoplasm of the cells is very poor in lipoid-globulin and therefore markedly degenerate, but that the nucleic acid content is diminished, which renders the cell more degenerate still.
Examining the cells individually,, the following characters are to be noticed:
Endothelial Cells.-The protoplasm is swollen, stains faintly, and is sometimes granular. In a few of the cells embryo lymphocytes are to be found, but they are very few in number and not pyroninophile. On the other hand, they show a great affinity for methyl green, with which they stain very deeply. Inistead of the embryo lymphocytes being well formed, their nuclei are more often to be seen broken up, so that the protoplasm of the endothelial cell appears to be crowded with small masses, which stain almost black with methyl green. The nuclei of the endothelial cells are swollen; many cells have one or more nuclei, and the nuclei may contain one or more nucleoli. The nucleoli are remarkable in being so faintly pyroninophile.
Lymrphocytes.-Those already formed stain faintly with methyl green and are degenerated. Here and there is to be seen a-feeble attempt to form plasma cells, the protoplasm of which is irregular and only stains faintly with pyronin. A few embryo lymphocytes are to be found, but it is an exception for them to contain ao lipoid-globulin and pyroninophile protoplasm. Most of the embryo leucocytes are merely masses of nuclein.
Lymphatic Gland from Axilla. The gland is a very small one, but practically the whole of its structure is altered. There is very little cortex, as most of the gland consists of abnormal follicular tissue. The number of lymphocytes are diminished, while the endothelial cells are very much increased. In the gland section there are a few plasmna cells and more normal embryo lymphocytes. The endothelial cells resemble those already described in the skin section.
The sections of both the skin and the lymphatic gland resemble fig. 11 of my recent paper in the British Journal of Dermatology on the role played by a lymphocyte, &c., but with certain differences.
The endothelial cell is the cell attacked; consequently, there is a great multiplication of them, and owing to their great tendency to increase, as shown by being multinucleated, they are unable to generate lymphocytes. The few lymphocytes formed will also be degenerated; hence they fail to exhibit their characteristic lipoid-globulin envelope, and consist of irregular masses of nuclein.
From the histological appearances I should imagine that the prognosis of the disease would be bad. In my opinion the condition is one of aleuka3mic cutaneous lymphocytoma of the endothelial cell type.
The PRESIDENT (Dr. J. J. Pringle) said he wished, in the name of the Section, to thank the whole of the Pathological Committee for the extreme care with which they had investigated this very difficult case; and especially Dr. Whitfield and Mr. McDonagh for their exceedingly valuable and elaborate reports upon it, which must have involved very much labour on bteir part.
Pringle: Case of Pemphigus Vegetans
Dr. KNOWSLEY SIBLEY desired to endorse cordially the President's appreciative remarks concerning the labours of the Committee on his case. Their elaborate report was of great interest not only to himself but to every member of the Section, and he was very grateful for the trouble they had taken.
Case of Pemphigus Vegetans. By J. J. PRINGLE, M.B. THE patient, a man, aged 28, was a private in the Territorial Army. He previously had been employed as a labourer in dye-works. He was first seen by the exhibitor on November 26, 1914, in one of the London Military Hospitals, and the gravity of his condition being recognised, he was removed the following day to the Middlesex Hospital. The disease for which he was shown apparently began in the end of September, when his skin was said to have been chafed by his "identity disk" over the left side of the upper part of the chest and in the left armpit. Large blisters had formed there and had subsequently appeared with great rapidity over other parts of his body. The history as to the date of development of the lesions in the mouth was vague, but there could be no doubt that they appeared very early in the course of the disease, as they were striking elements in the case when he was first seen. The distribution of the disease at that time is indicated in the accompanying exceedingly rough schema.
The initial lesions were all bullke, varying in size from a pea to a hen's egg, or large excoriated and discharging surfaces obviously resulting from the rupture of bulle. The bullk and excoriations were present in greatest abtindance in the axillk and bends of the elbows, over the lower part of the face, behind the ears and over the back, and particularly large blebs were present over both buttocks. These arose abruptly from healthy skin and there was no trace of herpetiform grouping anywhere. The distribution presented no marked symmetry, except in the armpits and bends of the elbows, and there was a conspicuous absence of blebs in the inguinal regions. The contents of all the bulle were purulent. There were three large blebs on the right thigh and leg, but the left thigh and leg were absolutely free from disease and had remained so throughout. There was one large bleb on the very long prepuce and marked erosion of its mucous lining and of the glans penis. The lips and inside of the mouth were very con-
